Pathway of translation initiation by HCV IRES. The HCV IRES first binds to the 40S subunit via domains IIIac, IIId and IIIef, while domain II resides in the E-site of the 40S. The HCV IRES then recruits eIF3 through domains IIIac and IIIb, and the ternary complex consisting of eIF2, tRNAi Met and GTP binds at the start codon. This probably displaces domain II from the E-site. Upon GTP hydrolysis of eIF2, which is activated by eIF5, eIF2 and eIF3 are released and the 60S subunit joins, assisted by eIF5B, to form a translation competent 80S complex.
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